Elimination of peak deformation in the liquid chromatographic separation of a strongly protein-bound drug from directly injected blood plasma samples.
Direct injection of blood plasma samples into reversed-phase columns resulted in skewed chromatographic peaks for the drug naproxen. The skew is shown to be due to strong binding of naproxen to albumin present in the blood plasma. Methods to eliminate the peak skew have been investigated. They include changes of the composition of the eluent and of the sample solution in order to decrease the degree of binding of the drug to albumin. The methods studied were dilution, addition of displacers, change of pH and change of methanol concentration. Calculations based on known binding constants indicate that the degree of peak skew was directly influenced by the degree of protein binding of the drug in the sample solution.